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Definition of unstable angina used in the ODYSSEY studies

A diagnosis of an unstable angina (new ACS event without elevation in cardiac

biomarkers) that meets the primary endpoint requires the following:

« Admission to hospital or emergency room (until at least next calendar day) with
symptoms presumed to be caused by myocardial ischemia with an accelerating
tempo in the prior 48 hours. and/or prolonged (at least 20 minutes) rest chest

discomfort

AND

o New high-risk ECG findings consistent with ischemia (or presumed new if no prior

ECG available), as defined below:

— New or presumed new ST depression >0.5mm in 2 contiguous leads or T wave
inversion >1mm in leads with prominent R wave or R/S >1 in 2 contiguous

leads

— New or presumed new ST elevation at the J point in >2 contiguous leads
>0.2mV in V2 or V3 in men or >0.15 mV in women in V2 or V3 or >0.1mV in

other leads
— LBBB (new or presumed new)
AND

« Definite contemporary* evidence of angiographically significant coronary disease

as demonstrated by:



— Need for coronary revascularization procedure (PCl or CABG) excluding those

performed to treat only restenosis lesion(s) at previous PCI site(s)
OR
— Angiographic evidence of at least 1 significant (> 70%) epicardial coronary
stenosis not due to restenosis at previous PCI site.

*The coronary revascularization procedure or the diagnostic angiography must have

been performed during the hospitalization for that event.



eTable 1. Key inclusion and exclusion criteria for trials included in this

analysis
Study Inclusion criteria LDL-C exclusion
criteria
FH I, FH 11 Patients with HeFH not adequately LDL-C <70 mg/dL (for
controlled with a maximally-tolerated | patients with
stable daily dose of statin® for 24 documented clinical
weeks prior to screening + other LLT | ASCVD) or LDL-C
<100 mg/dL (for
patients with no
documented ASCVD)
HIGH FH? As above LDL-C <160 mg/dL.

COMBO I, COMBO II4

Patients with hypercholesterolemia
(non-FH), not adequately controlled
with a maximally-tolerated stable
daily dose of statin® for 24 weeks
prior to screening (x other LLT in
COMBO I; no other LLT allowed in
COMBO 11)

LDL-C <70 mg/dL (for
patients with
documented clinical
ASCVD) or LDL-C
<100 mg/dL (for
patients with no
documented ASCVD)

LONG TERM?®

Included both HeFH and non-FH
patients, otherwise inclusion criteria
as for the FH studies above

LDL-C <70 mg/dL.

OPTIONS 1,6 OPTIONS II”

Patients with HeFH or non-FH,
receiving either atorvastatin 20 or 40
mg (OPTIONS 1) or rosuvastatin 10
or 20 mg (OPTIONS II) + other LLT
(apart from ezetimibe as it was used
as a comparator)

LDL-C <70 mg/dL (for
patients with
documented clinical
ASCVD) or LDL-C
<100 mg/dL (for
patients with no
documented ASCVD)

events of 21% and 5% based on the
European Systematic Coronary Risk
Evaluation (SCORE)° not receiving
statin or other LLT (history of CHD
or HeFH was an exclusion criterion
for this study)

ALTERNATIVE? Patients with HeFH or non-FH and LDL-C <70 mg/dL for
documented statin intolerance’ and very-high risk, LDL-C
moderate to very high <100 mg/dL for
cardiovascular risk;* patients were moderate or high risk
not receiving a statin but other LLT
(apart from ezetimibe) were allowed

MONO?® Subjects with 10-year risk of fatal CV | LDL-C <70 mg/dL or

>190 mg/dL

Exclusion criteria common to
all studies

e Age <18 years

e Use of fibrates, other than fenofibrate




e Fasting serum triglycerides >400 mg/dL

e Estimated glomerular filtration rate (eGFR) <60
mL/min/1.73 m?

Clinicaltrials.gov identifiers: LONG TERM, NCT01507831; FH | NCT01623115; FH Il, NCT01709500;
HIGH FH, NCT01617655; COMBO |, NCT01644175; COMBO II, NCT01644188; MONO,
NCT01644474; OPTIONS I, NCT01730040; OPTIONS Il, NCT01730053; ALTERNATIVE,

NCT01709513.

ASCVD, atherosclerotic cardiovascular disease; LLT, lipid-lowering therapy.

*Maximally tolerated statin dose = the highest tolerable registered dose of daily statin currently
administered to the patient, i.e. rosuvastatin 20 or 40 mg, atorvastatin 40 or 80 mg; or simvastatin 80
mg. Lower doses could be used e.g. in the case of intolerance or local practice according to the

investigator’s judgment.

TInability to tolerate 2 or more statins because of muscle-related symptoms.

*Moderate risk = 10-year risk of fatal CV events of 21% and 5% (SCORE); high risk = SCORE 25%;
eGFR 30 to <60 mL/min/1.73 m?; type 1 or 2 diabetes mellitus without target organ damage; or HeFH;
very-high risk = CHD, ischemic stroke, peripheral artery disease, transient ischemic attack, abdominal
aortic aneurysm, or carotid artery occlusion >50% without symptoms; carotid endarterectomy or
carotid artery stent procedure; renal artery stenosis or renal artery stent procedure; or type 1 or type 2

diabetes mellitus with target organ damage.
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eFigure 1. Overview of studies included in this analysis

10 Phase 3 ODYSSEY Trials Analyzed
(n=4983)

[ HeFH population ] [High CV risk population ] [ Additional populations ]

[ Add-on to maximally tolerated ] [ Add-on to maximally tolerated ]
statin (F+other LLT) statin (other LLT)

MONO, 24 weeks
No background LLTs

FH I, 78 weeks COMBO I, 52 weeks ALI 75/150 : n=52
ALI 75/150: n=323 ALI 75/150 : n=209 EZE: n=51
PBO: n=163 PBO: n=107
ALTERNATIVE, 24 weeks
FH Il, 78 weeks COMBO II, 104 weeks* Statin intolerance
ALI 75/150 : n=167 ALI 75/150 : n=479 ALI 75/150 : n=126
PBO: n=82 EZE: n=241 EZE: n=125

HIGH FH, 78 weeks
ALI 150: n=72
PBO: n=35

OPTIONS |, 24 weekst
Atorvastatin not at goal
ALI 75/150 : n=104

LONG TERM, 78 weeks EZE: n=102

ALI 150: n=1553
PBO: n=788 OPTIONS Il, 24 weeks'

Rosuvastatin not at goal
ALI 75/150 : n=103
Placebo-controlled (with concomitant statin) EZE: n=101
Ezetimibe-controlled (with concomitant statin)

Ezetimibe-controlled (no concomitant statin)

ALlI, alirocumab; CV, cardiovascular; EZE, ezetimibe; HeFH, heterozygous familial hypercholesterolemia; LLT,

lipid-lowering therapy; PBO, placebo; Q2W, every 2 weeks.

ALI 75/150 indicates studies using a dose titration strategy, whereby ALl 75 mg Q2W was increased to 150 mg
Q2W at Week 12 if LDL-C at Week 8 was =70 mg/dL (or, in OPTIONS I, OPTIONS I, and ALTERNATIVE, =70
or 100 mg/dL, depending on CV risk). ALI 150 indicates studies where patients received 150 mg Q2W from the
outset. In all but two studies, patients also received background statin therapy + other LLT (EZE was not allowed
as background LLT in EZE-controlled studies). The statin was at maximally tolerated dose in 6 studies (85% of all
patients in the 10 trials). Under “additional populations”, 2 studies were performed without background statin
(ALTERNATIVE, in patients with documented statin intolerance, and MONO, a monotherapy study performed
without background LLT). OPTIONS studies included patients at high CV risk receiving moderate to high doses

of potent statins.

*No other non-statin LLT allowed in COMBO Il. TConcomitant statin and doses were atorvastatin 20 or 40 mg in

OPTIONS | and rosuvastatin 10 or 20 mg in OPTIONS II.



eTable 2. Baseline characteristics in Phase 3 ODYSSEY trials (randomized

population)
Age, BMI,
years, Race, kg/m?, Type 2
mean Male, white mean HeFH,n diabetes, ASCVD,
Study Group (SD) n (%) n (%) (SD) (%) n (%) n (%)
Placebo-
controlled
LONG TERM ALIIS0 604 983 144l 302 276 oac 1187
(MTD statin) (n=1553) (10.4) (633) (928) (5.7)  (17.8) D (76.4)
PBO 60.6 474 730 305 139 612
(n=788) (10.4) (60.2) (926) (55) (17.6) 209G+ 779
HIGH FH ALI150 498 35 28.8
(MTD statin) (n=72) (142) (486) 4@ (53 72(100) 9125 32(44.4)
PBO 521 22 28.9
o35 (12 (2e PN gy 35100 6171 22(629)
COMBO | ALI75/150 630 131 170 326 o eauso 7O
(MTD statin) (n=209) (95) (627) (81.3)  (6.3) 0 (g5.6)
PBO 630 77 32.0
no10n (88 (oo 88622 ) 0  42(39.3) 87(8L3)
FHI ALI7S5150 521 180 300 290 323 g oo 154
(MTD statin) (n=323) (129) (55.7) (929)  (4.6)  (100) : (47.7)
PBO 517 94 144 300 163
(n=163) (123) (57.7) (883) (54)  (100) 2°(153) 81(49.7)
FH I ALI75/150 532 86 164 286 167
(MTD statin) (n=167) (129) (51.5) (982) (46)  (100) ' (*2 63E77)
PBO 532 45 27.7
negy (a8 (a9 80076 G 820000 3@7)  32(39.0)
Ezetimibe-
controlled
COMBO i ALI75/150 617 360 404  30.0 o 15003 61
(MTD statin) (n=479)  (9.4) (752) (843)  (5.4) 3 (96.2)
EZE 613 170 206  30.3 224
(n=241)  (92) (705) (855)  (5.1) 0 76315 (gr9
gf;'\%ﬁtsa{m ,0. ALIT5150 631 64 01 312 12 58 59
30 ) (n=104)  (10.2) (615) (87.5) (6.9) (115  (558)  (56.7)
EZE 648 67 91 31.2 4 45 66
(n=102)  (96) (65.7) (89.2) (59)  (39)  (441)  (64.7)
SOPSTI'JS:S 1o, ALITSAS0 599 59 87 31.0 14 37 60
(n=103) (10.2) (57.3) (845) (6.9) (136) (359)  (58.3)

20 mg)



Age, BMI,
years, Race, kg/m?, Type 2
mean Male, white mean HeFH,n diabetes, ASCVD,
Study Group (SD) n (%) n (%) (SD) (%) n (%) n (%)
EZE 61.8 57 88 311 14 44 63
(n =101) (10.3) (56.4) (87.1) (6.4) (13.9) (43.1) (61.8)
ALTERNATIVE ALI 75/150 64.1 70 117 29.6
(no statin) (n=126)  (9.0) (556) (929) (6.6) ‘411 36(286) 71(56.3)
EZE 62.8 67 116 28.4
(n=125) (10.1) (536) (92.8) (a9 22(200) 24(19.2) 58(46.4)
MONO ALI 75/150 60.8 28 30.1
(no statin) (=52  (46) (538) 6885 5g 0 3(58) 0
EZE 59.6 27 28.4
=51 (53 (529) 722 (g7 0 1(2.0) 0

ALl = alirocumab; ASCVD = atherosclerotic cardiovascular disease; atorva = stoarvastatin; BMI = body mass

index; EZE = ezetimibe; LDL-C = low-density lipoprotein cholesterol; MTD, maximally tolerated dose of statin;

PBO = placebo; Q2W = every 2 weeks: rosuva = rosuvastatin; SD = standard deviation.



eTable 3. Baseline lipid values in individual studies (randomized population)

Trial LONG TERM HIGH FH COMBO | FH Il COMBO I OPTIONS | OPTIONS Il ALTERNATIVE MONO
ALI PBO ALI PBO ALI PBO ALI PBO ALI PBO ALI EZE ALI EZE ALI EZE ALI EZE ALI EZE

Group
n=1550 n=788 n=72 n=35 n=207 n=107 n=322 n=163 n=167 n=81 n=479 n=241 n=104 n=101 n=103 n=101 n=126 n=124 n=52 n=51
122.7 121.9 196.3 201.0 100.2 106.0 144.8 144.4 134.6 134.0 108.6 104.6 109.6 99.7 1131 1111 191.1 193.5 141.1 138.3

LDL-C
(42.6) (41.4) (57.9) (43.4) (29.5) (35.3) (51.1) (46.8) (41.1) (41.4) (365 (34.1) (36.4) (29.2) (30.00 (45.7) (72.7) (70.9) (27.1) (24.5)
non- 152.6 1520 2239 2315  130.0 1334 1703 169.6 159.0 1575 1391 1368 137.3 1267 1421 1408 2300 2298 167.4 164.0
HDL-C  (46.6) (45.8) (58.8)  (476)  (34.0)  (398)  (546)  (50.6)  (44.8)  (43.7) (40.4) (404) (39.3) (35.1) (37.1) (49.8) (80.4) (827) (0.3) (29.7)
101.9 1014 138.2 146.6 90.8 91.4 114.4 113.4 107.9 107.7 94.3 93.5 93.1 86.5 95.8 95.1 141.7 138.2 104.3 104.3

apoB
7.7y  (27.3)  (320) (283) (214)  (241)  (30.8)  (285)  (274)  (239) (232) (231) (23.7) (203) (215) (26.4) (395  (37.4) (184) (19.1)

ALlI, alirocumab; EZE, ezetimibe; non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; PBO, placebo. Lipids are

means (SD), mg/dL.
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eFigure 2. Distribution of lipid levels at baseline in pooled treatment groups

according to control used in the ODYSSEY trials and overall distributions for

all groups combined
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Baseline non-HDL-C in placebo-controlled studies
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Baseline apo B in placebo-controlled studies
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Two patients with missing baseline LDL-C and 3 patients with missing apo B were excluded from the

analysis.

Non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol.

13



eFigure 3. Distribution of average achieved lipid levels and percent reduction

in lipids from baseline during treatment for all treatment groups combined
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LDL-C average % change from baseline during treatment — all groups combined
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16 % reduction % increase
14 —
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% change from baseline in average apo B during treatment
mAll groups (n=4974)

Non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol.
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eTable 4. Average achieved lipid levels and percentage reductions during treatment in individual trials (safety population)

Trial LONG TERM HIGH FH COMBO | FH I FH I COMBO I OPTIONS | OPTIONS 1l ALTERNATIVE MONO
ALI PBO ALI PBO ALI PBO ALI PBO ALI PBO ALI EZE ALI EZE ALI EZE ALI EZE ALI EZE
Group
n=1550 n=788 n=72 n=35 n=207 n=107 n=322 n=163 n=167 n=81 n=479 n=241 n=104 n=101 n=103 n=101 n=126 n=124 n=52 n=51
Average
achieved,
mg/dL
49.8 120.5 1115 183.9 52.2 102.2 76.3 153.4 68.2 138.7 53.5 82.4 58.7 78.1 67.9 89.3 103.3 160.7 68.3 111.7
LDL-C
(34.6) (39.0) (65.0) (47.0) (25.6) (34.9) (41.0) (49.1) (35.9) (415) (31.4) (33.3) (334) (322) (33.1) (42.4) (68.0) (58.3) (20.5)  (22.6)
75.1 151.1 1375 2138 80.1 130.4 99.7 181.0 91.0 163.2 80.6 110.2 83.4 103.3 93.1 116.5 135.5 191.6 91.1 135.8
non-HDL-C
(38.1) (42.7) (65.1) (50.2) (31.2) (38.6) (44.3) (52.4) (39.2) (46.3) (34.2) (38.2) (36.8) (36.5) (38.2) (44.3) (70.4) (64.2) (20.3) (26.6)
515 101.0 90.5 136.4 59.5 91.2 71.4 118.9 64.4 107.6 59.0 79.6 58.3 76.3 67.0 83.8 90.2 121.5 65.9 92.8
apoB*
(28.4) (26.3) (36.2) (30.1) (20.3) (25.8) (27.0) (29.6) (23.7) (23.4) (225) (24.2) (25.9) (25.7) (27.3) (26.5) (38.0) (32.2) (14.6) (17.2)

Average %
change from

baseline
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LDL-Ct
(22.1)
-50.5
non-HDL-C
(19.4)
-50.1
apoB*
(22.6)

2.3

(27.6)

2.0

(22.1)

2.0

(26.4)

-42.9

(27.4)

-38.0

(24.4)

-33.6

(24.4)

-7.2

(21.5)

-6.3

(20.0)

-5.6

(18.5)

46.8

(23.7)

-37.7

(20.3)

-34.2

(20.3)

-1.6

(17.5)

-0.5

(15.8)

15

(18.8)

-45.8

(23.8)

-39.9

(21.4)

-36.3

(19.9)

8.6

(23.8)

8.5

(20.7)

6.2

(19.2)

-48.6

(22.2)

-42.1

(20.1)

-39.6

(18.2)

5.0

(16.5)

4.6

(16.0)

0.8

(12.3)

(24.6)

-41.0

(20.8)

-36.9

(20.6)

(26.3)

-18.0

(22.2)

-13.9

(19.8)

-45.8

(27.1)

-38.3

(23.5)

-36.4

(24.7)

-21.4

(20.3)

-18.2

(18.0)

-12.2

(20.5)

(24.7)

-34.4

(21.4)

-29.4

(25.1)

-13.5

(51.7)

-13.8

(28.9)

-9.2

(28.9)

-47.5

(19.0)

-41.9

(14.5)

36.9

(15.9)

-15.7

(16.0)

-15.7

(11.8)

-11.1

(12.3)

-51.1

(13.0)

-44.9

(11.3)

-36.7

(13.9)

-18.7

(11.0)

-16.7

(11.2)

-10.2

(11.8)

ALlI, alirocumab; EZE, ezetimibe; non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; PBO, placebo. Lipids are

means (SD), mg/dL.

For patients with no post-baseline lipid values, baseline values were used. *Two patients with missing baseline and no post-baseline apoB were excluded

from the analysis. TTwo patients with missing baseline LDL-C were excluded from the analysis. ¥103 patients with missing baseline apoB were excluded from

the analysis.
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eTable 5. Week 4* achieved lipid levels and percentage reductions in individual trials (safety population)

e ial LONG  HIGHFH COMBOI FH I FHII COMBOIl OPTIONS| OPTIONSII ALTERN.  MONO  MACE vs average achieved
ra TERM level
(pool of all patients from the
Grou ALl PBO ALl PBO ALl PBO ALl PBO ALl PBO ALl EZE ALl EZE ALl EZE ALl EZE ALl EZE trials)
p n=1550 n=788 n=72  n=35  n=207 n=107 n=322 n=163 n=167 n=81 n=479 n=241 n=104 n=101 n=103 n=101 n=126 n=124 n=52 n=51
Average
: HR P
;c;/hetled Category N 9504 CIy value
Per 39 0.79
LDL.c 479 12011004 1817 522 1016 778 1465 762 1343 524 766 504 727 625 790 107.1 1564 680 1121 [P OIS o0
(37.1) (425) (743) (5L5) (33.0) (36.0) (43.3) (538) (37.8) (43.9) (34.4) (313) (30.6) (30.6) (339) (36.4) (69.8) (55.9) (20.6) (24.7) oo~ von |
non-HDL- 710 149.5 124.6 2099 783 1280 1006 1735 7.4 1568 782 1038 737 968 868 1046 1388 1897 916 1365 'o42 (Ooésslto 0.0141
C (39.6) (46.5) (73.0) (57.6) (37.6) (413) (47.8) (575) (43.6) (46.8) (38.2) (35.7) (32.9) (36.8) (39.7) (38.9) (79.2) (67.0) (23.1) (292) Mo 008 |
Per 27 0.79
apopt 488 995 844 1317 6L4 932 758 1156 736 1057 586 768 604 733 667 811 9l2 1214 663 %21  wAT o O3 0o
(30.9) (27.6) (36.2) (29.3) (25.5) (31.7) (30.0) (295) (30.2) (24.9) (24.8) (228) (26.7) (23.2) (27.9) (25.5) (37.9) (33.1) (18.4) (17.8) LTI von |
Average
% change MACE vs % change in average
from level
baseline
DL.ct 616 13 507 -94 487 -17 461 35 -437 12 520 249 534 264 -454 237 -459 -183 515 -186 Per50% o, (ooéﬁo 0.0030
(24.3) (30.1) (27.2) (19.3) (25.3) (25.0) (22.9) (33.3) (20.2) (16.0) (26.3) (23.7) (25.4) (22.6) (23.8) (46.4) (18.2) (11.8) (12.8) (12.2) reduction oo0) |
non-HDL- -534 05 451 -00 -40.3 -24 -40.4 40 392 03 434 -223 453 231 -395 229 412 -169 451 -163 Per50% ,. . (Ooszlto 0.0147
C (20.1) (24.0) (23.9) (19.0) (21.0) (20.8) (20.9) (29.5) (18.8) (15.2) (22.5) (21.4) (21.7) (19.4) (20.5) (24.4) (15.0) (11.0) (10.5) (12.1) reduction oot |
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0.75
- - - - - - - - - - - - - - - - - 0
528 04 -381 -91 -329 3.2 328 2.9 319 -10 -37.7 -165 -344 -150 -294 -121 -353 -11.2 -35.8 -11.1 Per50% 4871 (0.61to 0.0064

apoB® (2.54) (30.5) (24.4) (16.6) (22.9) (21.1) (20.4) (18.3) (20.1) (15.1) (21.8) (19.9) (23.8) (16.8) (25.9) (26.4) (19.2) (13.5) (16.7) (13.9) reduction 0.92)

ALLI, alirocumab; ALTERN., ALTERNATIVE; EZE, ezetimibe; non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol;
PBO, placebo. Lipids are means (SD), mg/dL. *Week 12 data shown for apoB as no Week 4 values were collected.

For patients with no lipid values at Week 4 (or Week 12 for apoB), baseline values were used. 114 patients with missing baseline apoB and no Week 12 apoB
were excluded from the analysis. ¥Two patients with missing baseline LDL-C were excluded from the analysis. 8103 patients with missing baseline apoB were

excluded from the analysis.
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eTable 6. Correlation between average LDL-C, non-HDL-C and

treatment period

apoB during the

Average Average
Average apoB

LDL-C non-HDL-C
Average LDL-C during the ) 0.973 0.922
treatment period (P<0.0001) (P<0.0001)
Average non-HDL-C during 0.973 ] 0.948
the treatment period (P<0.0001) (P<0.0001)
Average apoB during the 0.922 0.948 ]
treatment period (P<0.0001) (P<0.0001)

Pearson correlation coefficient

Non-HDL-C, non-high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol.
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eTable 7. Safety summary for the 10 Phase 3 trials used in this analysis*

Placebo-controlled trials Ezetimibe-controlled trials

Alirocumab Placebo Alirocumab Ezetimibe
n (%) (n=2318) (n=1174) (n=864) (n=618)
TEAEs 1851 (79.9) 954 (81.3) 657 (76.0) 457 (73.9)
Treatment-emergent SAEs 385 (16.6) 202 (17.2) 147 (17.0) 86 (13.9)
TEAESs leading to death 16 (0.7) 13(1.1) 6 (0.7) 9 (1.5
TEAES leading to
discontinuation 144 (6.2) 67 (5.7) 84 (9.7) 66 (10.7)
TEAESs in 25% of patients
Nasopharyngitis 291 (12.6) 142 (12.1) 52 (6.0) 41 (6.6)
Injection site reaction 167 (7.2) 62 (5.3) 25 (2.9) 13(2.1)
Upper respiratory tract
infection 162 (7.0) 94 (8.0) 62 (7.2) 40 (6.5)
Influenza 147 (6.3) 63 (5.4) 37 (4.3) 23 (3.7)
Urinary tract infection 128 (5.5) 65 (5.5) 21 (2.4) 25 (4.0)
Back pain 123 (5.3) 70 (6.0) 33(3.8) 26 (4.2)
Diarrhoea 123 (5.3) 57 (4.9) 30 (3.5) 21 (3.4)
Headache 119 (5.1) 64 (5.5) 43 (5.0) 24 (3.9)
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Arthralgia 118 (5.1) 76 (6.5) 42 (4.9) 26 (4.2)

Myalgia 111 (4.8) 46 (3.9) 62 (7.2) 48 (7.8)

Accidental overdose 30 (1.3) 17 (1.4) 54 (6.3) 24 (3.9)

SAE, serious adverse event; TEAE, treatment-emergent adverse event.
*Placebo-controlled studies: Phase 3 (LONG TERM, FH I, FH II, HIGH FH, COMBO I); ezetimibe-

controlled studies: Phase 3 (COMBO II, OPTIONS I, OPTIONS II, ALTERNATIVE, MONO).
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eFigure 4. Adjusted rate of any TEAE by average LDL-C during treatment
period: (A) achieved LDL-C during treatment, (B) percentage reduction in LDL-
C from baseline (multivariate analysis adjusted on baseline characteristics;

pool of Phase 3 studies)
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LDL-C, low-density lipoprotein cholesterol; TEAE, treatment-emergent adverse event.
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